FEB-09-04 HON 06 : 1 2 PH. SAL I WANCH I K 



FAX NO. 3523725800 



P. 04 



2 Docket No, CCP-lOO 

Serial No, 09/807,733 

3, (previously amended) A stabilized lyophilizcd hepatitis A live vaccine formulation according 
to claim 1, wherein said stabilizer for lyophilizcd live hepatitis A virus comprises human scrum albumin 
or gelatin or both of them; trehalose; at least one amino acid selected from the group consisting of 
glutamic acid, aspartic acid, argininc, lysine, and alkali metal salts of any of the foregoing; ascorbic acid; 
urea; mannitol or sorbitol or both of them; and inositol, 

5. (previously amended) A stabilized lyophilizcd hepatitis A live vaccine formulation according 
to claim I, wherein said stabilizer for the lyophilizcd live virus comprises from 0 to 20 grains per liter 
of human serum albumin, from 5 to 10 grams per liter of gelatin, from 50 to 100 grams per liter of 
trehalose, from 7,5 to 1 5 grams per liter of sodium glutamate, from 0,5 to 5.5 grams per liter of ascorbic 
acid, from 5 to 28 grams per liter of urea, from 2 to 10 grams per liter of mannitol or sorbitol, and from 
4 to 10 grams per liter of inositol. 

6. (currently amended) A method of preparing stabilized lyophilizcd live hepatitis A vacciue 
formulation according to claim 1, comprising: 

(a) providing a stock suspension of attenuated live Hepatitis A virus, wherein said live alt cmia^l 
hep nl ilis A virus is prcp a re d from Iho wild-type HA V. strain L-A-I: 

(b) adding a stabilizer solution to slock suspension of attenuated live hepatitis A virus obtained 
from step (a) at (he ratio 1:1 (v/v) to obtain a live vaccine formulation comprising prophylactically 
effective titers of live attenuated hepatitis A virus and a stabilizer for attenuated live virus, wherein said 
stabilizer comprises gelatine; trehalose; at least one amino acid selected from the group consisting of 
glutamic acid, aspartic acid, arginine, lysine, and alkali metal salts of any of the foregoing; ascorbic acid; 
urea; mannitol or sorbitol or both of them; and inositol; and 

(c) lyophilizing said vaccine formulation obtained from the step (b). 

7. (previously amended) A stabilizer for lyophilized live virus, wherein said stabilizer comprises 
gelatin; trehalose; at least one amino acid selected from the group consisting of glutamic acid, aspartic 
acid, argininc, lysine, and alkali metal salts of any of the foregoing; ascorbic acid; urea; mannitol or 
sorbitol or both of them; and inositol. 
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8. (previously amended) A stabilizer according to claim 7, wherein said stabilizer comprises 
from 0 to 20 grams per liter of human scrum albumin, from 5 to 1 0 grams per liter of gelatin, from 50 
to 100 grams per liter of trehalose, from 7.5 to 15 grams per liter of sodium glutamate, from 0,5 to 5.5 
grams per liter of ascorbic acid, from 5 to 28 grams per liter of urea, from 2 to 10 grams per liter of 
mannilol or sorbitol, and from 4 to 10 grams per liter of inositol. 

I L (original) The method according to claim 6, wherein said lyophili/ing step comprises pre- 
cooling the vaccine formulation to about -20° C to -50° C for about 3 to 6 hours, then drying the live 
vaccine formulation by gradually increasing the temperature to at least 32° C in a lyophilizer. 

1 2, (original) A stabilizer according to claim 7, wherein said lyophilized live vims is selected 
from the genus Enterovirus. 

Claims 13-15 (canceled) 

16. (previously presented) The method according to claim 6, wherein said stabilizer comprises 
wherein said stabilizer comprises from 0 to 20 grams per liter of human scrum albumin, from 5 to 10 
grams per liter of gelatin, from 50 to 100 grams per liter of trehalose, from 7.5 to 15 grams per liter of 
sodium glutamatc, from 0.5 to 5.5 grams per liter of ascorbic acid, from 5 to 28 grams per liter of urea, 
from 2 to 10 grams per liter of mannitol or sorbitol, and from 4 to 10 grams per liter of inositol. 

17. (canceled) 

1 8. (previously presented) The method according to claim 1 6, wherein said lyophilizing step 
comprises pre-cooling the vaccine formulation to about -20° C to -50° C for about 3 to 6 hours, then 
drying Ihc live vaccine formulation by gradually increasing the temperature to at least 32° C in a 
lyophilizer. 

19. (canceled) 
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